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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on January 
30, 2009 has been entered. 

Applicants' arguments, filed January 30, 2009, have been fully considered but 
they are not deemed to be persuasive. Rejections and/or objections not reiterated from 
previous office actions are hereby withdrawn. The following rejections and/or objections 
are either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 20, 21, and 24-31 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

Claim 20 recites the limitation "the weight ratio of leu to val in the LNAA 
supplement" however there is no valine required in the previous claim or claim 20. 



Application/Control Number: 1 0/826,1 1 2 Page 3 

Art Unit: 1614 

There is insufficient antecedent basis for this limitation in the claim. Claim 21 depends 
from claim 20 and thus also lacks antecedent basis. 

Claim 24-31 recites the limitation "said weight ratio of Leu to iLeu" or "said weight 
ratio of Leu to Val" in reference to claim 22, however neither Val or iLeu are required in 
claim 22 and no ratio is mentioned. There is insufficient antecedent basis for this 
limitation in these claims. 

In claims 24, 26, and 28 applicant uses the phrase "greater than about 0.5:1" and 
this phrase is indefinite. The term "greater than" implies a specific boundary of the 
lower limit being that value cited, however the term "about" is ambiguous and implies 
that there is no fixed boundary. Thus one of skill in the art would not be able to 
determine what values are claimed because it is not clear what the lower limit is and the 
two terms conflict in their meanings. Thus claims 24, 26, and 28 are rejected for failing 
to distinctly point out and claim the subject matter which applicant regards as the 
invention. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 19, 22-26, 28-29, and 32 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Dudrick et al. (US 5,026,721). 
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In claim 19, applicant claims a LNAA supplement comprising Leu and iLeu, 
wherein the weight ratio of Leu to iLeu is greater than 3:1 . Dudrick et al. teach amino 
acid compositions containing both Leucine and isoleucine and in Table 1 (column 4, 
lines 1-22) they teach 10.8-13.8% preferred of leucine and 2.5-3.6% of isoleucine, for a 
500mg tablet that would be 54-69mg of leucine and 1 2.5-1 8mg of isoleucine, thus 
Dudrick et al. clearly teaches greater than 3:1 ratio (54mg/18mg is a 3:1 ratio and that is 
the upper limit of isoleucine to the lower limit of leucine) and thus Dudrick et al. 
anticipates claim 19. 

In claim 22, applicant claims a LNAA supplement comprising one or more LNAAs 
and further comprising Lys in an amount of 5-30mg per 500mg of supplement. Dudrick 
et al. teaches lysine at 4.5% (table 1, column 4, lines 1-20) which is 22.5mg which is 
within the claimed range and thus claim 22 is unpatentable over Dudrick et al. 

In claim 23, applicant claims the supplement of claim 22 further comprising Leu, 
which as discussed above is taught by Dudrick et al. between 54-69mg and thus claim 
23 is also anticipated by Dudrick et al. 

In claims 24-25, applicant clams the supplement of claim 22 wherein the Leu to 
iLeu ratio is greater than about 0.5:1 or greater than 3:1 , which as discussed above 
Dudrick et al. teaches ratios of 3:1 or higher of Leu to iLeu and thus anticipates claims 
24-25. 

In claim 26, applicant claims the ratio of Leu to Val is greater than about 0.5:1 . 
Dudrick et al. teaches 54-69mg of leucine as discussed above and 17.2-30.2% (or 86- 
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1 51 mg) which is greater than a 0.5:1 ratio (54mg of leucine to 86mg of valine is 0.62:1 
ratio). Thus claim 26 is also unpatentable over Dudrick et al. 

Claims 28-29 claim the same ratios of Leu to iLeu and Leu to Val as claimed in 
the above mentioned claims and are also anticipated by Dudrick et al. for the reasons 
discussed above. 

Claim 32 claims the supplement of claim 22, wherein the LNAA supplement is 
substantially free from phenylalanine. Dudrick et al. teaches some embodiments of 
their composition contain 0% phenylalanine (table 1, column 4, lines 1-20) and thus 
Dudrick et al. anticipates claim 32. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 17-33, 35-36, and 56 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wachtel et al. (DE 4037447 A1 , translation provided), already of 
record, for the reasons set forth at pages 3-6 of the office action dated October 15, 
2007, and pages 3-5 of the office action dated August 1, 2008, of which reasons are 
herein incorporated by reference. 

Claims 17-33, 35-36, and 56 were previously rejected as anticipated by Wachtel 
et al. and applicant has argued that the ±10% and ±20% cited in Wachtel et al. are 
percentages of the percentages rather than a percentage to be added/subtracted from 
the listed percentages and applicant provided a declaration by Jan Ruud Hansen to that 
effect. While the examiner still thinks that ±10% (as in 14.5% [4.5%-24.5%]) is a 
possible interpretation of the prior art, it is perhaps not clear if Wachtel et al. anticipates 
the ranges due to this disagreement, however even if the smaller ranges (as in 14.5% 
[13.05%-15.95%]) are used, Wachtel et al. renders claims 17-33, 35-36 and 56 
unpatentable. 

For claims 22-24, 26, 28, 32-33, and 35-36, Wachtel et al. teaches compositions 
with the same components at the claimed amounts or "about" those amounts. For 
claims 22-23, applicant claims a LNAA supplement containing Lys between about 5- 
30mg per 500mg which further comprises Leu. As shown below in the comparison for 
claim 33, both Leu and Lys are taught and in amounts "about 5-30mg". The term 
"about" is functional language and means any amount that performs the same function 
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is considered about, and is also considered to include values up to 4x those claimed, 
which would mean that the 65mg taught by Wachtel et al. are "about 30mg". Thus 
claims 22-23 are unpatentable over Wachtel et al. 

In claims 24, 26, and 28 applicant claims the supplement of claim 22, wherein the 
Leu to iLeu ratio is "greater than about" 0.5:1 (claim 24) and the ratio of Leu to Val is 
"greater than about" 0.5:1 (claim 26), and claim 28 requires both ratios. The ratios 
taught by Wachtel et al. are 2:1 Leu/iLeu and 1 .7:1 Leu/Val. Both are greater than 
0.5:1 and thus claims 24, 26 and 28 are unpatentable over Wachtel et al. 

For claim 33, applicant claims specific dosages of the following amino acids, all 
of which are taught by Wachtel et al, in the amounts listed below. It is noted that the 
smaller range for the values taught by Wachtel et al. is used. 
Applicant's interpretation of the amounts taught in Wachtel et al: 



Amino Acid 


LNAA of Claim 33 
(mg in 500mg total) 


Wachtel et al. (mg 
in 500 mg total) 


Tyrosine 


About 100-290 


72-88 


Tryptophan 


About 25-75 


14.4-21.6 


Methionine 


About 15-50 


19.6-29.4 


Isoleucine 


About 15-55 


53.6-65.5 


Threonine 


About 15-50 


38-57 


Valine 


About 15-55 


64.8-79.2 


Leucine 


About 15-200 


90.9-111.1 


Histidine 


About 10-30 


20-30 


Lysine 


About 5-200 


65.3-79.8 
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For Methionine, Isoleucine, Threonine, Leucine, Histidine, and Lysine, Wachtel et 
al. teaches amounts overlapping with those claimed and those amounts would clearly 
be obvious in light of those amounts taught by Wachtel et al, even the with the smaller 
ranges. For Tyrosine, Tryptophan, and Valine the ranges taught by Wachtel et al. do 
not overlap with the numbers claimed in the instant application, however the term 
"about" as discussed above, is function language and is broad and is interpreted as 
including amounts up to 4x (plus or minus) the amount claimed. In the case of 
Tryptophan the difference is only 3.4mg, in Valine the difference is 9.8mg, and in the 
case of Tyrosine, where the difference is 12mg. All of these differences are well within 
even 2x the amounts claimed and would obviously be within the limits of routine 
experimentation for one of ordinary skill in the art. Thus claim 33 is unpatentable over 
Wachtel et al. 

In claims 32 and 35-36 applicant claims that the composition is substantially free 
of phenylalanine (claims 32, and 36) and arginine (claim 35). Since Wachtel et al. 
teaches compositions that do not include either of those components as demonstrated 
by the table shown above for claim 33, it would have been obvious to one of ordinary 
skill in the art at the time of the invention that the compositions of Wachtel et al. are free 
of those components and thus claims 32 and 35-36 are unpatentable over Wachtel et 
al. 

In claims 1 7-21 , 25, 27, 29-31 , and 56, applicant claims ratios of Leu to Val of 
greater than 2:1 (claim 1 7-1 8, 20-21 , 27, 30-31 , and 56) and that the ratio of Leu to iLeu 



Application/Control Number: 1 0/826,1 1 2 Page 9 

Art Unit: 1614 

is greater than 3:1 (claims 19, 25, 29, and 31). In the case of Leu to Val, Wachtel et al. 
teaches 111.1mg of Leucine and 64.8mg of Valine. This is a 1.7:1 ratio, which would 
reasonably interpreted by one of skill in the art to be rounded to 2:1 , and is also 
sufficiently close to one of ordinary skill in the art at the time of the invention to adjust 
levels of each amino acid thru routine optimization and it would be obvious that a 2:1 
ratio of Leu to Val is within the scope of teachings of Wachtel et al. 

For the ratio of Leu to iLeu, Wachtel et al. teaches 1 1 1 .1 mg of Leucine and 
53.6mg of isoleucine. This is a 2.07:1 ratio, which would be interpreted as a 2:1 ratio of 
Leu to iLeu. This is equivalent the 3:1 ratio claimed by applicant, however 16.6mg less 
of iLeu (or some combination of increased Leu and less iLeu) would produce a 3:1 ratio 
of Leu to iLeu. This type of minor change in amounts would be within the routine limits 
of experimentation, and one of ordinary skill in the art at the time of the invention would 
recognize the similarity of a 2:1 ratio and a 3:1 ratio being within those normal limits of 
routine experimentation/optimization. Thus both of the ratios claimed by applicant are 
unpatentable over Wachtel et al. and claims 17-21, 25, 27, 29-31, and 56 are 
unpatentable over Wachtel et al. 

Claims 37-40 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Wachtel et al. (DE 4037447 A1 ) in view of Ghadimi et al. (US 3,822,465), in further view 
of Nakaki et al. (Beneficial Circulatory Effect of L-arginine) each already of record, for 
the reasons set forth at pages 7-9 of the office action dated October 1 5, 2007, and for 
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the reasons set forth at pages 5-7 of the final rejection dated August 01, 2008, of which 
reasons are herein incorporated by reference. 

In the previous office action, claims 37-40 were rejected over Wachtel et al. in 
view of Ghadimi et al., in further view of Nakaki et al. In claim 37, applicant claims a 
LNAA supplement comprising the amounts of amino acids shown in the table below, 
with the values taught by Wachtel et al. shown for comparison. 
Note the values used for Wachtel et al. are the smaller range discussed above, which 



Amino Acid 


LNAA of Claim 37 
(mg in 600mg total) 


Wachtel et al. (mg 
in 600 mg total) 


Tyrosine 


About 100-290 


86.4-105.6 


Tryptophan 


About 30-90 


17.3-25.9 


Methionine 


About 25-75 


23.5-35.3 


Isoleucine 


About 15-45 


64.3-78.5 


Threonine 


About 15-50 


45.6-68.4 


Valine 


About 15-50 


77.8-95.0 


Leucine 


About 40-200 


109.1-133.3 


Histidine 


About 15-45 


24-36 


Arginine 


About 15-50 


0, 

26.6-53.3mg. 
taught by Ghadimi 
etal. 



For Tyrosine, Methionine, Threonine, Leucine, and Histidine the values of 
Wachtel et al. overlap those claimed. For Arginine, this amino acid is not taught by 
Wachtel et al., however the dosage taught by Ghadimi et al. overlaps with that claimed. 
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For Tryptophan, Isoleucine, and Valine the values taught by Wachtel et al. do not 
overlap with those claimed, however the term "about" as discussed above is broad and 
can encompass up to 4x (or 1 /4th ) of the claimed value. Differences of 4.1mg for 
Tryptophan, 19.3 mg for isoleucine, and 27.8mg for valine are larger than the 
differences for claim 33, however they are well within the limits of even 2x (1/2) the 
values claimed, and small enough that they would be well within the limits of routine 
optimization. Thus the amounts claimed are obvious over Wachtel et al. and Ghadimi et 
al. As far as the motivation to add Arginine to the composition, this was addressed in 
the previous office actions, but to summarize Nakaki et al. teaches that arginine is an 
essential amino acid and is necessary to supplement to growing children (abstract). 
Applicant has argued that Nakaki et al. does not teach treatment of PKU, and the 
examiner apologizes if applicant was given the impression that that was the examiner's 
argument, however it was not. Nakaki et al. provides the motivation to add Arginine to 
the composition of Wachtel et al. because it is an essential amino acid that children 
cannot synthesize and would be beneficial for treatment of children with PKU to 
combine both the compounds in Wachtel et al. with the arginine taught by Nakaki et al. 
for one supplement. Ghadimi et al. is relied upon to show that amounts/dosages of 26- 
50mg were known in the art and even for similar nutritional supplement containing many 
of the same amino acids. The applicant is incorrect in asserting however that it would 
not be obvious to combine the arginine with the composition of Wachtel et al. because 
the composition of Ghadimi contains compounds that are harmful for the treatment of 
PKU. This was never suggested as one of skill in the art would add arginine to the 
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composition of Wachtel et al., not Ghadimi et al. Thus claim 37 is unpatentable over 
Wachtel et al. in view of Ghadimi et al. in further view of Nakaki et al. 

Claims 38 claims that the supplement of claim 37 further comprises lysine, which 
is taught by Wachtel et al. as discussed above and is therefore unpatentable over 
Wachtel et al. in view of Ghadimi et al. in further view of Nakaki et al. 

In claim 39, applicant claims about 5 to about 200mg of lysine. As discussed 
above Wachtel et al. teaches 65.3-79.8mg of lysine and thus claim 39 is also 
unpatentable over Wachtel et al. in view of Ghadimi et al. in further view of Nakaki et al. 

In claim 40, applicant claims that the composition is free of phenylalanine, and as 
discussed above since the composition of Wachtel et al. is free of phenylalanine, and it 
would be harmful to one being treated for PKU as taught by Wachtel et al. it would be 
obvious to keep the composition free of phenylalanine. Thus claim 40 is also 
unpatentable over Wachtel et al. in view of Ghadimi et al. in further view of Nakaki et al. 

Applicant has made the additional argument that Ghadimi et al. teaches amino 
acid compositions for intravenous administration and that applicant's invention is enteral 
or oral administration and that one would not have thought the compositions of Ghadimi 
et al. were suitable for oral or enteral use. Firstly, applicant has not claimed any 
formulation with specific administration routes. The claims do not require oral or enteral 
administration or that the compounds are suitable for such. Additionally, Ghadimi et al. 
is relied upon to provide a starting dosage for optimization and is not relied upon for 
administration methods. 
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This argument was carefully considered however is not deemed persuasive and 
thus the rejection of claims 37-40 is maintained. 

Conclusion 

No claims are allowed. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Meghan Finn whose telephone number is (571) 270- 
3281 . The examiner can normally be reached on 9:30am-7pm Mon-Thu, 9:30am-6pm 
Friday (EST). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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